<M>B#BM«W (JP) 02) £t ^ 4# HF ^ $H (A) (ll)WIWWBa»* 

^^2003-511349 
(P2003 - 511349A) 

(43)&3cB ¥^15^3 825 B (2003.3.25) 



(5i)inta.' ^sijia^ 

A6 1K 47/42 
9/26 
31/136 
31/337 
31/4375 



A 6 IK 47/42 
9/26 
31/136 
31/337 
31/4375 



f-^-h*(##) 

4CO 7 6 
4CO 8 6 
4C2 0 6 
4H04 5 

0£ 75 h) msm\z.m< 



(21)ffl«#^ 


*ftK2000-611711(P2000-611711) 


(71)ffilSA 


Z7y-> /Vf :*1MX>X> -f 


(86) (22)ffiHB 


^12^4 £ 13 B (2000. 4. 13) 




7^U*-&«B T+tXW 77074. t 


(85)«f?XSfflB 


¥/£l3^10£ 12 B (2001. 10. 12) 






(86)Hli5iaS#^ 


PCT/US 0 0/0 9 9 5 3 




:n-f , 7322 


(87)@|S^ra#-^ 


WOO 0/0 6 1 7 8 8 


(72)%59# 




(87)@I&&BSB 


¥/£l2i£103 19 B (2000. 10. 19) 




*^Ag*faB 430070 -o— ;s>* <y— 


(31)S5fcffc£3B#^ 


0 9/2 9 1. 2 3 4 




g=^>, no n.— n— h» 3^y— 


(32)«5fcB 


¥fi£ll#4 £ 13 B 0999. 4. 13) 




:/ 


(33)«5fcfei£ilSr 


*B (US) 


(74)ftSA 













(54) KM®**] SSEWfifribTO^U (SXy^K) 



(57) CSSS] 

5 >n/^;v^ 5 > t> l < 5 u -»£ 

*3>»/rx/«?*>W #y^^Hfc«Dtl^*J: 



(3) If m 2003-51 1349 

nmm 1 1 ] t&iBmzior ssm&rx^xz'Wre&zm&K i o £ 
m&m 13] < 1 1 2 oos«:sis©wep»*^-r*»*3S i ^aa 

[If ^ 1 6 J fulfil D F^JS^^/b%^ffl<b^<D^J 4 o a 
W&m 1 7 ] H^3IS8J&#tffegtMb^©ft 2 0 S«%&^ Ll)5 0 

mm 1 8] tmmm^^mmit^com z oii%^ wm a o 

ft 2 4Sfi%%^Lft3 0il%tfe^ 



(5) WS2 0 0 3-5 1 1 34 9 

mzMMtm^ftim 20, ooo^vh v&i^ l^j 5 0 , 000^ 

[fit^ 3 1 ] lui2I^J^^KffiaaiT?fe £ if ^ 2 8 KH2«O^Tteo 
M&S 3 2] HjIB»iJgp^*V^ y #^-fe;l/T?fc D , fuf2mitfliuj£J3I 

& sus. mmm, i&mm, B^m, vy^m, m*sis&zfBmmfrp>i3:&m& 
jvv&zmj&m 2 8 te&mvjj&o 



(7). 2003-51 1349 

[0 0 0 5] 

.199252 ^11 B^Myers Zlzft LTtt^nrc, mUmmnMMm^^^ 

TsmmmjM'\(D^tiib<Dmm_i' t^o^m^mmmms, 087.616 ^t*. 1 

[0.0 0 6] 

Piper h hb+t-hO^U (y- fS^-ft©^ 

7ji&J £M2*i7c1983¥<DJ. Med. Chem. ©I^lt 2 ~3 i^l/^^Vl^ 

[0 0 0 7] 

ftSttJ £^£nfc1982^<Dlnt. J. CancerOtStfCte, ^'J77^7^>i^t 

-L- 7x^7^>i^ft«, &jfli3Pit'7 s ;i/*p», K4^v;nf-»comja^rStt 



(9) ^rg 2003-51 1349 

eonat&fej ^ ^ 5 *fs?o*HWim4. 960/790 y = cmtf. 

£ ft fi W^yifc77- >\ 7X^74 r >v. 5 > b < $ U ^ 
[0 0 12] 

Karlson £^£3, l"#y- 0- -Ov^-L- 7X^7+>l^Bti: 
ZuTjIrJ (The Helical Sense of Poly- 0 -benzyl -L-aspartate ) J £@^nfc19 
60^OJ. Am. Chem. Soc. comSClt, y- -"C^S^l/HL- 0- ^> 

C0 0 13] 
[0 0 14] 



(11) 003-51 1349 

ansin ) > #5 <fc tfxfcfstf F7>f n h4^>> (epipodophl lotoxin ) dtl?) 
/M§f©«3^MFU ftliaotWih^^i (cellar rest metephase 

*{fc±Z&Z>rcib(D%i&ftm%: 1 5\%mz.-?o Schiff, P.B., Horwitz, S.B., Pro 
c. Natl. Acad. Sci. USA, 1980, 77, 1561-1565; Schiff, P.B., Fant, J., Ho 
rwltz, S.B., Nature (London) 1980, 283, 665-667; Row I nsky, E.K. , Cazenav 
e, LA., Donehower, R.C. JCNI. J. Natl. Cancer Inst. 1990, 82. 1247-1259 
; Imbert, T. F. Biochimie, 1998, 80, 207-222; Snadler, E.S., Friedman, D. 
J., Mustafa, M, M, , Winick, N.J., Bowman, W.P., Buchanan, 6.R. Cancer 199 
7, 79(5), 1049-1054 0 
[0 0 18] 

m&ffiftm-?te. ^U^ey^T (cremophor ) T^WLfc^ ij #tt)]/ti\ 

3im, mmm, mmm, ^^zimm^m^m^^nn^ (Rowinsky, e.k., 

Donehower, R.C. Cancer Res. 1998, 58, 2404-2409; Holmes, F. A. , Kudelka, 
A.P., Kavanagh, J. J.. Huber, M.H., Ajani, J. A., Valero, V.: G.I. Georg, 
T.T.. Chen I. Ojima *5<£tfl>.M. Vyas OB) 1995, 31-57 £ 0 ; Cortes, J.E. 
, Padur, R.J., Clin. Oncology, 1995, 13 (10), 2643-2655 ) 0 
[0 0 19] 

mm.mm^m^^xs^mm^E(Dmm^mmicM.ibn^ (Rowinsky, e.k t 

Donehower, R.C WtM ■ >^*7 V ^^-tr/l/ (#*V— (Paclitaxel (Taxol)) 
, New Eng. J. Med. 1995, 332, 1004-1014 ) 0 W V ^-fe^zk^tffcr < 

[0 0 2 0] 



-ii- 



(13) 2003-51 1349 

7^n (epipodophl lotoxin ) . ey^'JXfX F-tz*3Hz/K 

y^-Tv-X F^rV;l/tr>'y. ^ h^^FnV. h#^^7> (topotecan ) . 

^Av-^e^ :7;l^^t?:y (fludarabine ) &J;tf5-FU 

d r ^ ^ mi$n% 0 

[0 0 2 8] 
[0 0 2 9] 

^V^fe b <(i77-HL< tt7X^7fyt L < b < \t9 

U^>feL<^^n?,cDffl'&^#WL. d:D$f^L<«. ^6 0M%&^b 
W8 01I%0^;1/^5>1^, $J2 0M%&t/^b&)4 0M%£>. 
^>S?t> L < L < «7X^7^>fe b < ^fel< fcj^U 

1 5mm%<D?;\s$^>mt, m2 5»g%&^b^3 oma%<d, 7x^7^ 

b < ter ^ - >fe b < l$T7sS^^>$> b < ^ > b < 

[0 0 3 0] 

2 ^©im^ttt^c 

[0 0 3 1] 
[0 0 3 2] 



-13- 



(15) &m 2003-51 1349 

[0 0 3 9] 

U§9 0fi«%©?>«>m£r#^rU J;f)^L<(^6 0M%&^L#J 

7 5Sa%<D^;l/^>S!£:^rU ^Lt, 1 0M%&VvU$5 0li% 
c^TT^^l^ b < »7 b < S7^<7^t b < = >t> 

b < ti u s/ > b < ^ ft £ €>^^-yr^#w u cfc d » $ b < im 2 0 s« % 
b < tt^/i/^ = :v*> b < tt^u b < tifn^offi^^iLv toH 

$?£b<tefcU2 5I1%^L|93 0lt%©77;^>'ifeL<{i77^y 

t b < (i7x^7*>fc b < \z?as* 5 ^fc b < tt#y 5/ vt, b < e> ©ffl 

CO 0 4 0] 

©a»i**6tc:%a-r«k. Tisoc^ag^ftSo *mso«FjSt?.- b 

■*r«fc%^.6ft«o b^b&#£>, 1#fc:fliUI®^ftSfc©-p«^v>3b^ T 7 -^— 

tft*t5i:fetA5n5o ££fr<^£ft£e:£;£Mttk©T-fci:E:V\tfx 
EOHftS^ #f8UliO#y 0^7^K) Olg^iJffi^, M/^SVKW&fc 

rx/^4 i >^{te^cD7 7 = y^^.bT^bTfc<j;<, 7-7— 7X^7 
W5>fe^^Ui/>f©7X^7^iMt5V^M575y 
MlTfeiv\ iifteoz^y^^, 7^^7^8±#i:^LTt«J: 
<s 7X^4^®^— gP£gg*bTfccJ:<. jg^LTfeiK #SSI!<Z>#y ( 

y^y^K) *MJc#*sfc, ^ft-rft*«^i/^5>ii*^b, ?:<omr7^ 
b < ^77-yfet<(i7^7^fe b < = vt> b < te^ 



-15- 



(17) ^m. 2003-51 1349 

[0 0 4 5] 

153 0ll%O7X^7^>ii:^f U ^"J^^^-b^2 6, 00 0 
^1153 0, 0 0 0^i<D* o 'J (^>^^y^/7x;^^>l) ^^f- 

[0 0 4 6] 
[0 0 4 7] 



-17- 



(19) tt&2 003-51 1349 

CO 0 5 3] 

5ti;ss&***aftTv>si&«ftK-^sffitt. vm. mm. mn. mm, ft 

[0 0 5 4] 

*«flc-r»o mar, as*j*&#-rs ^©^pj^ffi-rs 

[0 0 5 5] 

ffl©^fF^Mb^ (fit, M*fc?> TX^v^VIIfecfct^V* 
[0 0 5 6] 

it. t:rci*femmmft*m&&t>'<£rct><DiiLT. Mffltt&K&m-tzrc 



-19- 



(21) tf&2 003-51 1349 

[0 0 6 2] 
[0 0 6 3] 

«nia#-rsfe«>©?s»tttH aewfcE) ©zkjgteig. asMj&gsg 

* & :/n fc?;W ^^y*J<J;tf^nn^y H ©«^J%#tr £ t # t? # 

^£'M^ (Remington's Pharmaceutical Science) iCfgi£$nTV^ 0 
[0 0 6 4] 

life, SiJfflilEfctii-rafcfeJclBgiS-rseifc^T^So *'JX7 



-21 — 



(23) 2003-51 1349 

©£^trte*/mb&%teH*-3o i£j»5m. mJE^^, JrC^M. ^MiW^ 

;W$ttJW xtr^K7-rnh^» (epipodophl lotoxin ) > t? 
^UW, K-fe^^-fe;K ^;^->x K^V;H£^> N ^h^+f-^h 
OX (topotecan ) , r/UJ-^f S/>\ YivS'SM£>\ 

tf> (fludarabine ) fe«fctf5-FUDR^SS:SieW<3DSU; 0»R«ft«, 

[0 0 7 2] • • : 

ffif^n^^^^a, tuiiM, mmm. mmm, m^m. v^m 
* tuiisi^s ?us, asm* sjhw^ u mm. is&xf 

[0 0 7 3] 

l^9os«% <d s *s£ zfmomm% L8jsoas% 07 

S % ft V ^ b*560Sfi % £D * = ^i, £ 8J20M % & V > LftlSOMg % © 7 
X;^>ifcL<(J77-ytL<(i7X^7#>fel<«W5>fcL< 

S%&^U$40mfi%<E>^;l/*^ *5ci;m$25M%&^b^30M%<Q7 
X^^V&fe L < &T^->fe L < tt7X^7^>fe L < a L < 

[0 0 7 4] 



-23- 



(25) 2003-51 1349 

[0 0 7 8] 

seic, M&ft&mmmtc&^T, xv^fT-wmmft&ftte, mom 
mm%(D^)\y^B.>m, n£>£?£L<fi. ^7oms%&^L^75M%€>^vi^ 

[0 0 7 9] 

>\ ^* u & zf ^ n e ^li^^^-^fc e> & & g¥ e. jgtf n & t 5 / & 

% 0 MfflfflftlZ. x^F7-fPh^> (epipodop 

hllotoxin) N yZWVttl/^ K-tr#4Hr;K ^/t^^X F^V;VVf-> 

^ h^ifVbnX h^-r^V (topotecan ) . r/U^V-T 
fc?>\ y>\s$r?\£> (fludarabine ) &&Zf5-mRfrZ% : %mQ(DmfriE>W1iR'? 



-25- 



(27) 003-51 1349 

i/Z/ (epipodophllotoxin ) , tf^^UX^V, -F-fe*3Hr;K ^/T^f^^ 
N K*V;I/tTS/>, 5h*tVKnx F^-r^b:/ (topotecan ) . 71/^^ 
^Ai/^EX (fludarabine ) :ft«kl55-FUDRtf&S#, C 

ne>u:«!iiB*n«:v\ 

[0 0 8 2] 

, £ ^ U s/ > t Vfo $ 5 £ ft 3 ^m^e / -v—tttstf U ^ T 9 ^ F 

, ^ = yifc77^7^i^p.%s^';*7-t^§^ c^e 

lt, .-his, TmtDMtottim&mfc^nT^z) > cin^ 

„;$fc«7^^^ ^t*^ft«fcO 
[0 0 8 3] 

*fco^U^K^i:?^5cnf.075/SO«illcWtSV^<^©^ 
M^/u-PV^o 75/i(t D MT^Sm, L 17^/^, SfcfcfcD g^tf 

aHU FAV 100 %?>^Vi£/ 7X^7+*>1 (^fcteT^-V, Stfc 
(i7X^7**X £fcfci:^;l/*5>\ ^7c«^*U-») %^A/C'l/^k<D7c&*-Z? 
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(29) ft& 2 0 0 3-5 1 1349 

[0 0 8 6] 

mmmi 

&cF<DmTH^ tffm-v3b&i3\ fflmtoT*ix\i\ 

^5>ll/ 7X^7^>i) ^^F(i4^tt^';v-fS5o TIBBIES 

■: ma ^ »^oms«^^*ffiffl-r s t fr t ts^r, «fc d jasw-e**^ 

b^^ab+i/^ (epipodophllotoxin ) „ \£Z/^V^>. F-fe*4=-fe;K £~ 
£/v^fS/>\ K*y;l/bTS/>, 5bWhDX h#T%> (topotecan ) 
, -flsHr^Z/l/^ (fludarabine ) *5 J^-FUDR 

[0 0 8 7] 

So co.fcd&v^T^Ffc^ ^^^>^i:ZX^^^>^50>hf50O^Wfi 
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(31) #51 2003-51 1349 

C3> 8 gmtimZftfc (3:7 (D^v^X) 0 W»LfcAbT, HBr 
^THft^^Wb^rfT&ofc (Idelson, M. , Blout, E.R., J. Am. Chem. Soc. 
1958, 80, 2387-2393 ) 0 HBr £L3ILfdlL 7}<^&I£|g7j<tc^LT»TU ^ 
U^T^^;l/^--e5ilLT3b^^^L/io mm^^^Mit, 26,000 

~3o,ooo^>h>-esofco ^oM^ia^EiiAtc^Lfco mmcD^m^m^r 

[0 0 9 0] 

Z^y^Z-^^-flf- (PE/ABI 420A ) ( *U7t;l/-7ffl7t7^— >f-f 

tc^iT^^ HCI (6 N ) JCcfcoT. 150 °CT75^, #U K) * 

4n*$WBL;feo *07j<^M^^PVDFM^fe#bT, (30% ) ttiCl 

(0.1 N. 0.2 ml ) ^^XT^ym^^fco 7i-/WVf*'>7*-b 

[0 0 9 1] 

mm 
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(33) 2003-51 1349 

5*;l/5/7h U) tt, ^*y#3r-te;l/TfcJ:4.68 (-fi^(d) ) (H2B)-Tfet) 
> ;^U*4Hz;l4S^{rm4. 91(d) (02D) -Qtb-otzo 
CO 0 9 5] 

(UV) KiRtcfe»S^^y^^;l/fc^Oje^fc03tV^Jt«'rSfe 
A& % £ft6©^^©UV^g3g^(Beckman DU-640 X^^hn^h'J-, Fuller 
ton CA) m'misfc (03A. 3B, 4A. 4B) 0 * ^-/^T'O;^ U **-fe;b© 
'$.$^rS&«fi (2,6. 14. 18/xg/ml) IC&tf-^^fi^ 232 nm^^^ 
«kt?TS!lSLfeo S3pffl*a^tJ5Rbfe (05A) 0 >W$ttA>m£W<D 

®*PfM;fr£^fit LTM^Lfc (05B) o 

[0 0 9 6] 

JcrSfc*. «ii^P > 7h^77-f- (HPLC) ^/l^t^h^^- 
(TLC ) ^fflLfco HPLaco^Tfi. Nova-PakC-18j£*@7J^ K (3.9 X15 mm 
) *m^1t Cm6 , 7 . 8 , 9A. 9B, 9C) 0 {b^^l^M^&oT^IX ;* 
* (2:1 ) £<fc^T> SfSia ml/ #T**gffiLfco TLC tcoV^Tf*. ^> 

(7:3 ) T»ajbfcc 
[0 0 9 7] 

mmm7 

«r&tt©?8#je^ 25*COAi&*c (0.9 %) <D*T«£Lfco 251COU>'l»R 
HrftliTk (pH 7.4) ©tt^tt^L^o ££^£&l^£Tt^O#»^ 

-33- 



(35)- ftm 2 0 0 3-5 1 1349 

5oo,ooo/t^7x, Bcrmt (s.c.) ) zmmi^rca mmtfsoo -m* icft^rcti* 

, ISl^ftv^y *4^;1^40~160 mg/kg %tclZ80 mg/kg (y^U 

£40— 160 mg/kg IT, stfU Wl/* 5 7X/^7^>II).7^U*^ 

>wie^#*fi!#bfeo Bj»oa«i:f*s*6osffl«B^ibfco mmmmt, c 

S£ (I ) .Xfi (w ) x]p$ (h ) ] /2T«£bfco **£#15%M4>b;fc5{b# 
fcofi^&ffi©*^ y JO^bfe^* y ^Wtoratii-lLfefcc: 

[0 10 1] 

:»J 1, 1 

;:^XCD^SI7-Kvr>x (NCr5-nu/mu) ©3HJI<Dj|gIfi/W Kfcifc h?UMJ© 
(MDA 435 . 106 miig/ n=5/^«) £rs.c gfflLfe. 15-200^, S 

#g»#250 mm3 Jc&^TA^, t: h?U®B^fco^*7X^ SS^Tbv^^y 
^■te/l^60~100 mg/kg £fc«60 mg/kg U ZttlV) o 

S^MKbTV^teja-^Lfco Jffl«OSa^^fi^60SP^«BK^Lfc o J®* 

m as (i ) x« ( W ) (h ) ] /2T*i'j^b^ 0 wmms%w> 
bfe&ft^«iiK:«fca«i©a*^nfefc*i«:bfeo <m^©fem*0i2ic^-ro 

[0 10 2] 

^SfSM l 2 

*X©«U»I»*-Kt^;* (NCr-nu/nu ) ©?LiOl)lfi^y HK2ffl|01i h 
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(37) 003-51 1349 

[0 10 5] 

^ WO 1 4 

SB^OlBBtf 26, 000—30, 000T*&3#U 3. >W 7X^7+*^) 

UfAs$*>m/ 7X^7^>i) fc*rrSJ&&«, »SW:*Uv-0^;l/Jt* 
#1:4 K:ft««J:5K:bT. N.N-^^V^I/^TSK^VTffaofeo 

4 ^^ntv^o mm&mizms tc^$nTw« 0 g^ffioin^^u 

^^-tr;bMS«. 20~40%^t?fc§ o 
[0 10 6] 
^fiM 15 

H#ISItt, M6 ~8 ICiFir&olC, 4.2 tj\ 1.0 *5<fctf1.0 Zttf^ 

ftircummmmm-zntc 9b. 90 0 tlc viz, jwzttfrtm 
tttuommR (ro a, 0.8 to.i -e&^ito 

[0 10 7] 

#lS£$J 1 6 

7^ U^^-fe;l/J: 0^3,000 ft«ftTV»fc 0 £^t£SI^©*6S* fi^O^l^ 

g$3«. 25°c^y>^®^7j< (pH 7.4) (D^T^mmx'tbzthtffi-fr-orc 
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(39) $3312 003-51 1349 

s*fr& -o rem, # v -^-m^rnz & tie?n« r # h — >x -trx*^ 

[0 111] 

MPiOtfU (v^T^K) KS^<7ic»tt7<^y^4 1 -te;WIB« 

?ntv^ 0 mmmmo mg/mi2-T?±irrso vym.mm-km.7k (ph 7.4) k*s 

[0 112] 
[0 113] 

tcsetgb/c, 73^. mm. ^ts^xsm^it^mt, ym&mmwmfc 

[0®o^^^] 
[01] 

B1A«\ '(^;1/*5>K/ 7XA7^>i) <D^O«tg* 
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(41) 003-51 1349 

[08] 

08 It, jg-S-LTV^V^^tzi^S^^K (#U (?Jl/*5.>m/ 
[09] 

09A&, #y 7^<7^i) - /^U^^VDg^fti:^ 

09B&. /^y*^-te;l/- atfy 7X^7^>i) d?U^^ 

KOHPLC 3D ^ovh^^to 
09G*. 'J 'J C^;l>* 

09D&, #y (^;l/^5>K/ 7X;^7^>1) - y ^^-b;l/|g^o» 
09Gte. -T>e>nT\ tihMjiHi^lfflJ^ (PC3 ) lcM?Z>, *g^M3«fcE>V* 

^ y ^^-fe^caBfla^tt cic-so ) %^rr 0 

[010] 

x *%mfc&z>'^vz**.)i>- #y c^;v^5>m/ 77^7^>d 

[011] 

01m. v^^o^rttc*5^«^«^-rs^^y^^-fe;w #u^;w 

[0 12] 
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(43) ft& 2003-51 1349 

hit*** v zttfrvfflmfe&ZTfi-to 
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(45) 



#S 2003-51 1349 



Sample ID: 9I4B28I7 (Initialed 



Turntable Position 
Oale Start 
Data Duration 
Penk Ht Threshold 

Ctl I brat ion FU« 
Rtfsrtnce Tino 
Reference Offset I 
rteference Offset 2 



Inteciratlon Interval: 



TOTfiL PKOLS RECOVERED 
mnlnun Peak Threshold: 



6 8 
3.BB nln 
I6.ee nln 

3eee uau 

t 4 J ANCAL 



MS/9S S:Man) BASELINE CORRECTED 

Sampling Intsfvi 
Samples In Run 
Operator 10. 
Int. Std. Ant 

( inlt lated l/IS/39 9:«*em> 
( No ISTO Peak Specified > 



HEIGHT 
IBS4.S3 
237S.83 



pnou 

correc. HOL 

1NT STD X 

e.BO 30.74 (aspartic acid) 

a.ee S3. 26 (glucamic acid) 



btlou threshold ) 



. SS peek 

9 peaks, found 
2 peaks' na tched 
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[HI4] 



1.88688 

CRbsJ 
















V 238>IH,8.474BB 




















\" 27BNX,B.B523B 






-b.bsbb 


— «-^— ' 480.8 

■ 1300 nm/4> M: (nm) _ 



04A' 



1 .88886 
[fibs] 






























































-8.8588 

*2 


s.e 

«HE:12 


00nm/:9- 


iS«(nm) 468. B 
X-23B.BB Re8<Jlng:8.6<S75 
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tt& 2 0 0 3-51 1349 



[06] 
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(55) 



f$& 2003-51 1349 



[0 8] 



3 





- 


j. ~ i. r.18. 4u 


m, 3.9mmIDxl50m 


m | 


#tt*l MeOK:H20(2:l) 
gtJt l.Oml/min 
UV*ft 228nm 
























i ■ 
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(57) 



WfSt 2003-51 1349 



[El 9 B • C] 
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(59) 



l&m. 2003-51 1349 
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